ESH‘ A \ HAMATOLOGIE HEUTE menercam
FUROPEAN %2/ ULM

wwnes Working classification of the CDAs 1968

Table 1V

Megaloblastoid changes, internuclear chromatin bridges, macrocytosis
5 cases: WENDT und HEeEivMPEL 1967, HEIMPEL et al. 1967

Bi- and multinuclearity, pluripolar mitoses, karyorrhexis, normocytosis
1 case: SCHARER, MARTI and BAUMANN 1965

2 cases: HEiMPEL and WENDT 1967

3 cases: VERWILGHEN et al. 1967

1 case: LEwis (1967, not published)

Type 111: Multinuclearity with up to 12 nuclei, gigantoblasts, macrocytosis
4 cases: WoLFF and voN Horkg 1951
15 cases: BERGSTROM and JacoBsson 1961
3 cases: DE Lozzio et al. 1962

Heimpel,H.; Wendt,F. Helv. Acta 1968, 34, 102 -115
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CDA tvpe | 1| Il familial | | | Variants
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Frequency of CDA | and Il in Europe, 2009

Heimpel et al European Journal of Haematology 2010,85,20-24
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Evidence of a congenital and/or hereditary disorder
- history, family studies

Evidence of ineffective erythropoiesis
- blood count, bilirubin, haptoglobin, serum transferrin
receptor, reticulocytes inadequate, bone marrow

Characteristic morphological abnormalities of erythrocytes
and erythroblasts
- light and electron microscopy

Exclusion of hemolytic anemias, disorders of hemoglobin
synthesis and megaloblastic anemias

Hei/cda.PPT_00109
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CDA II: Anisopoikilocytosis, binucleated erythroblast
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cphi S
RS, Highly significant differences for these

CDA | vs. controls, means in % of all erythroblasts)
. binucleated cells
mean 5,75 (Cl 4.7- 6.8) vs. 1.06 (0.3-1.8)
« abnormalities of chromatin structure
8.8 (6.9-10.8) vs. 0.2 (0.01- 0.4)
. chromatin bridges between erythroblasts
3.6(2.71-4.4) vs. 0.14 (0.1 - 0.3)

. uncompletely divided cells
2.8 (2.1-3.4) vs. 0.6 (0.2-1.0)

. large polyploid cells

Q HAMATOLOGIE HEUTE Mann-Whitney- test with p< 0.0001
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> 90%

~10 %

* Splenomegaly

* |ron overload, if not timely treated > 80%
e Gall stones: >70%
* Severe anemia, regular transfusions ~10 %
e Skeleton abnormalities by marrow expansion

e Skeleton malformations ~10 %
e Aplastic crisis: <10%
 Legulcers: < 10%
* Bulky extramedullary erythropoiesis <5%
* Hydrops fetalis <5%
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EE%%@ year old female with CDA Il, 17 years after thoracotomy.
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Radiographic changes were first noted at the age of 46 years
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el CDA: Diagnostic flow sheet

Congenital Dyserythropoietic Anemia by general definition

Peripheral slide, bLne marrow panoptic stain and iron stain

CDA | susp&tted CDAII suspe%ted BA Ill suspecte ariant
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* 1. Severe: Regular transfusions needed: Type Il ~ 5%

Type |
~10% Tx: Typel Interferon-alpha
Type Il splenectomy
. Others Allogenic stem cell transplantation

All types Iron chelation according to thalassemia protocols

* 2. Medium: Regular Transfusions in infancy and early childhood, but
not thereafter
Tx: Typel Interferon-alpha
Type Il Selective splenectomy
All types Phlebotomy or iron chelation if needed

* 3. Mild: No regular transfusions, Hb > 10 g/dI
TX: Type | Interferon-alpha
All types: Phlebotomy or iron chelation if needed
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. Congenital dyserythropoietic anemia Type |

Response of splenectomy: Hemoglobin

HEMOGLOBIN

27 30 33 39 48 54 63 69
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et German Registry on CDAs, ENERCA WP6: Coworkers and
Cooperations

e Ulm:

* Elisabeth Kohne (Pediatrics)

K. Schwartz, Katja Heinrich,
Tatjana Kersten ( Molecular
genetics)

* Rosi Leichtle (Documentation)
* Helga Dietrich (Serology)

* A.Hogell ( Biostatistics)

e MD Students:

* Kerstin Gallmeyer, Kerstin
Kellermann, Nadine
Neuschwander, Andreas

h Wissmann

European Network for Rare and Congenital Anaemias

Other centers:

J.Denecke , Muenster
J.Goede, Zuerich

S. Wickramasinghe +, London
A.lolascon, Napoli

P.Bianchi, Milano

J.Delaunay, Brigitte Bader —
Meunier.Paris

Florinda Gilsanz, Madrid
L. Chroback, Prague

Gabriela Smolenska, Jerzy.
Koszielak, Eva Zdebska (+),
Warzawa

MJ King, Bristol

Xﬁggﬁ%ﬁggﬁgﬁens, parénts and physicians providing data
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ooy H. Heimpel: Disclosure of interests

e C(linical and laboratory research: Else Kroner Stiftung
* European Cooperation: ENERCA

e Lectures: Travel support from stakeholders

A HAMATOLOGIE HEUTE

% ULM

34



E S | | European Network for Rare and Congenital Anaemias

FUROPEAN A
SeiTalel {2 HAMATOLOGIE HEUTE
HAEMATOLOGY

DEHO®K

Deutsches Register fur Congenitale
Dyserythropoietische Anamien (CDA)

Hermann Heimpel, Elisabeth Kohne, Hubhert
Schrezenmeier Ulm

German Registry of Congenital
Dyserythropoietic Anemia (CDA)
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ool Highly significant differences for theggnerca=
BOS! morphological aberrations:

CDA Il vs. controls means in % of all erythroblasts

* mature binucleated cells
11.7 (Cl 10,42 - 12,93) vs. 1.3 (0,4- 2.3)

* multinucleated cells
1.1 (0.8 —1.5) vs. 0,04 (0.01- 0.09)

Q HAMATOLOGIE HEUTE Mann-Whitney- test with p< 0.0001
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